1 reads as follows: "Our results did not support the hypothesis that placebo was noninferior to amoxicillin (i.e., that the 14-day cure rates among children with clinically diagnosed acute otitis media would not be substantially worse in the placebo group than the treatment group)." There seem to be several possible interpretations of what the authors might mean. Which is correct?
• Placebo is superior to amoxicillin.
• Placebo is equivalent to amoxicillin.
• Placebo is inferior to amoxicillin.
• Placebo is equivalent but not quite so.
• Our data are equivocal and more study is needed. I not infrequently have difficulty divining the true meaning of sentences that contain double negatives.
Z. Kondzielewski
Retired physician Humboldt, Sask. 
B
arry Pless asks why a noninferiority trial was chosen over an equivalence trial for our study of the treatment of otitis media. 1 There are subtle but important differences between these types of trials in terms of both sample size requirements and interpretation. We were not aiming to demonstrate statistically significant superiority of amoxicillin over placebo, as this has already been well established. Our objective was to show that waiting to treat (which we simulated by using placebo) would not be substantially worse (within a 10% clinically acceptable difference in failure rates compared with amoxicillin) than giving amoxicillin to children presenting with acute otitis media. In recent terminology, this is known as a noninferiority trial. By contrast, an equivalence trial seeks to demonstrate that the outcomes of 2 interventions are not substantially different, without prespecifying which intervention will lead to better results. Hence, for our question, a noninferiority trial was appropriate.
In response to Mathieu Lemaire, we found the article by Gomberg-Maitland and associates 2 off the mark. The context of the Lemaire quotation was a 3-arm study (placebo, active control and experimental treatment), which was not the design of our study. Similarly, Lemaire's last remark (following the citation from Chen and colleagues 3 ) is in reference to noninferiority trials with active control, which was not part of the design of our trial.
Brian Blakley brings up an important clinical point. Within the clinical definition for acute otitis media one has to meet the "time" criterion of abrupt onset of signs and symptoms of middle ear inflammation and middle ear effusion. This presentation is distinct from otitis media with effusion, which is a subacute or chronic problem, does not display inflammation and does not usually require antimicrobial therapy. We agree that potential overdiagnosis of acute otitis media is a common problem and must be addressed for each child. Even among children with clinically diagnosed acute otitis media, however, many (80% in this trial) will experience resolution of the problem without specific antimicrobial therapy.
Both Pless and Kondzielewski found the double negatives in our interpretation baffling. We plead guilty to this charge, but note that equivalence and noninferiority trials are notoriously difficult to report. In our trial, for all children aged 6 months to 5 years, placebo was statistically inferior to amoxicillin. The CONSORT Group is presently working on a CONSORT extension for noninferiority trials.
Nicole Le Saux Isabelle Gaboury David Moher
Children's Hospital of Eastern Ontario Ottawa, Ont. The article states that the GAC "advises using antibiotics to treat any symptomatic episode of acute otitis media." In fact, the GAC-endorsed guideline 2 also recommends watchful waiting, among other options. Furthermore, the GAC "guideline note" on this subject points to the degree to which clinicians underestimate the natural history of this condition and the marginal impact of antibiotics on outcomes. Hot flashes occur in 65%-75% of women during natural or induced menopause. 3 Many women discontinued their hormone therapy because of the WHI results but continued to experience significant symptoms and sought medicinal help from their physicians. The only medications with scientific proof of efficacy, other than estrogen and progestins, are SSRIs, clonidine and, more recently, gabapentin. [3] [4] [5] [6] [7] As demonstrated by Loprinzi and colleagues, 7 breast cancer patients with depression reported a reduction in hot flashes when taking SSRIs. Subsequently, other SSRIs were shown to have similar beneficial effects. However, SSRIs are much less effective in this regard than HRT (which is more than 85% effective).
